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Sin 

Now comes Kvmihiro Minami yi/j^o deposes and states that: 

1 , I am a graduate of caraduate School of Pharmaceutical Scienoes gjjjj 
received my doctoral degree in the year 1998 . 

2. I have been employed by TOAEIYO LID. ■ 



for ^ years as a Research Scientist ^ the field of Pharmaceutical Techn ology 

3 . That I understahd the English language o^, at least, tiiat the contents of the 
Declaration were made clear to me prior to executinl the same. 



4. The following experiments were carried qut by me or under my direct supervision 
and control. 



Best Available Copy 
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5- Test molecules were produced by makin ? the particular substitutions shown in the 

ihemical formula: 



table below at positions and in tiie following 



COOR^ 




COOR^ 



6. These test molecules were tested for the a|)iHty to pemieate skin (skin penneabili^) 
and for stability using the following test procedures. 

7. Skinpenneability(IPM solution) 
The same procedure ias in ^liairless mouse skdn permeability test" described in Example 

8 of ^ spedfication was parfbnned,.except for usii^ \ PM (isopropyl myristale) solution of 
each test compound instead of the patch foimulalion. 

Specifically^ 23g of each test compound was dissolved in 10 mL of IPM, Exdxpated 
skin from dorsal region of hairless mouse was placed : 
PBS, and left at 37*C for 1 hour. One milliliter of th ) solution of test compound was applied 
to 1 .77cm^ skin area. Subsequently, PBS in the recq tor phase of the cell was collected and the 
conceotrsdon of test compound, enalapiil and enalap] ilat thoein were measured with HPLC, 
as in Example 8. 

8. Stability 

The procedtire used in the "Stability test" desdribed in Example 6 in the present 
application was perfoimed. 
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9. The results from fte above-described skln penneabilily jmd stability tests are shown 
in the table below: 











Skin permeability (IPM solution) 


Stability (%. storage at 60% for 
1 week) 


Compound 


R1 
(Core) 


R2 
(Proline) 


Permeation 
delay time 
(hr) 


Skin 
permeation 

rate 
(fig/cmVhr) 


Presence ratio 
(24hr)* 


Unchanged 
product 


Closed 

ring 
product 


Other 
degraded 
product 




1 


"H 


-C2H4OH 


10.10 


3.21 


49.4/ 0.0/50.6 


. 91.8 


0.0 


8.2 


. c 

g 

Q. 


2 


-H 


-CsHbOH 


10.16 


.5.25 


16.9/ 0.0/83.1 


96.7 


0.0 


3.3 


ventive cor 


3 


-H 


-C4H80H 


5.98 


11.97 


46.8 / .0.0 / 53.2 


94.4 


0.0 


5.6 


4 


1 i 

-H 


-C|H40Me 


3.26 


14.95 


43.9/ 0.0/56.1 


99.1 


0.0 


0.9 


£ 


5 


-H 


-C2H40C2H40Me 


4.56 


11.47 


48.0/ 0.0/52.0 


94.2 


0.0 


5.8 




1 


-H 


-Me 


4.20 


0.73 


20.8/ 0.0/79.2 


100.0 


0.0 


0.0 




2 






4.24 


0.93 


32.7 / 0.0/67.3 


100.0 


0.0 


0.0 




3 


-Et 


-Me 


1.42 


1.68 


3.8/917/ 4.5 


98.3 


1.7 


0.0 


ipouni 


4 


-Et 


-Et 


-3.47 


0.88 


8.9 /9L1/ 0.0 


99.4 


0.6 


0.0 


E 
o 
u 

m 


5 


-Et 


-nPr 


8.52 


0.49 


0.0/88.6/11.4 


99.2 


0.8 


0.0 


jrativi 


6 


-Et 


-nBu 


10.98 


0.27 


0.0/100.0/ 0.0 


99.5 


0.5 


0.0 


Comp; 


7 


-CHjOCOMe 


-H 


1.46 


7.36 




0.4 


38.7 


60.8 


8 


-CH,OCOEt 


-H 


3.76 


21.77 




0.0 


45.2 


54.8 




9 


-CHjOCOnPr 


-H 


1.95 


46.07 




0.0 


34.6 


65.5 




10 


-CHjOCOtBu 


-H 


3.90 


16.16 


0.0/ 0.0/100.0 


1.8 


13.8 


84.4 


Enalapri) 


-Et 


-H 


1.28 


45.14 


0.0 /97J/ 2.9 


0.0 


48.4 


51.6 



Concentration ratio (prodrug/enalapril/enalaprilat) in the receptor at 24 hrs afta application 
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10. Tliemdezsigaed petitioner declares fur^bert^ 

ovm knovdedg^ tme and ti^ all statements madle on infimnation and l)dief are believed to 

be tm«; end further ib» these $t«temezits vwre smd4 Twith the knowledge that vdllfid fiOfie 

^emails and the like so made are puaishBble by iint or iiflprfsotaneiit» or bolb, imdesr Section 

1001 of Title IS of the United States Code and thafttsuch \villful false statements my 

jeopardize the validity of ^ lyiplication or any pa:^ issuing tisexeoDr 

IL Farther deponent sath not 




Customer Number 



Ju^^ 7 , 2007 



22850 



Dace 



Tel (703)412-3000 
ftx (709)413-2220 
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